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ber of exacerbations during the 6 month follow-up following initial exacerbation. 
We also compared health care utilization between both groups. Results: Among 
115,489 infants (mean age: 13.9 months; 62.9% boys), 4,477 infants of the MTL-4 
group were matched with 13,386 infants of the ICS group. In multivariate analysis, 
the risk of a new exacerbation was lower in infants of MTL-4 group compared to 
infants in ICS group (HR= 0.91, IC95% [0.87; 0.95]). The total number of exacerbations 
did not differ between the 2 groups during the 6-month follow-up (p= 0,8617), nei-
ther the cost of asthma management (344€ for MTL-4 group vs. 308€ for ICS group, 
p= 0.1410). ConClusions: MTL-4 and ICS appear to be comparable therapeutic 
strategies, with similar effects on exacerbation and equivalent costs. The SNIIR-AM 
allows conducting comparative effectiveness research.
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objeCtives: COPD is a disease that is characterized by chronic and progressive 
restriction of the airflow. The cost of COPD medications can be reduced signifi-
cantly by implementing a treatment algorithm that is consistent with the GOLD 
guidelines. Indacaterol and tiotrpium administered by inhalation are indicated for 
maintenance treatment of COPD in Turkey. We aimed to compare, from the perspec-
tive of the Turkish social security institution, the cost-effectiveness of indacaterol 
150 mcg once daily and long-acting tiotropium 18 mcg once daily at months 3 and 
6 in patients with moderate to severe COPD aged 30 years and above. Methods: 
From payer perspective, a cost-effectiveness analysis based on two separate clinical 
trials (INTENSITY-once daily indacaterol and tiotropium vs. placebo and INHANCE- 
indacaterol vs tiotropium) was performed. The primary endpoints of the clinical 
trials (Trough FEV1, Transition Dyspnea Index [TDI] and Saint Georges Respiratory 
Questionnaire [SGRQ]) were included in the cost-effectiveness analysis. Incremental 
cost effectiveness ratio (ICER) of indacaterol vs. tiotropium for different treatment 
success criteria (week 12 FEV1 > 0.12L increase, ≥ 1 improvement in TDI score, ≥ 4 
decrease in SGRQ score) were compared. Incremental cost effectiveness ratios were 
calculated over incremental differences versus placebo. Probabilistic sensitivity 
analysis was performed using the Bootstrap method. Results: FEV1success rates 
at month 3 for indacaterol and ipratropium were 26.5% and 24.3%, respectively. At 
month 3, ICERs of indacaterol versus ipratropium were -1002TL for FEV1, -434TL for 
TDI and -878TL for SGRQ. At month 6, FEV1 success rates were 54.8 and 47.4%, TDI 
success rates were 58.7% and 54.4% and SGRQ success rates were 81.8% and 77.1%, 
respectively. ICERs of indacaterol versus ipratropium at month 6 were -616TL for 
FEV1, -1049TL for TDI and -1014TL for SGRQ ConClusions: Based on this clinical 
trial-based analysis, indacaterol was cost effective treatment and cost reducing 
choice vs. tiotroprium in COPD treatment.
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objeCtives: Hospital-acquired pneumonia (HAP) is a severe respiratory tract infec-
tion which develops more than 48h after hospital admission. Ceftobiprole, the active 
moiety of its prodrug ceftobiprole medocaril, is a new cephalosporin with bactericidal 
activity against a broad spectrum of pathogens including resistant bacteria such as 
methicillin-resistant S. aureus (MRSA), penicillin-resistant pneumococci andP. aerugi-
nosa. Ceftobiprole was shown safe and effective for the treatment of HAP (excluding 
ventilator-associated pneumonia), when compared with linezolid plus ceftazidime 
in a large-scale phase-III clinical trial (NCT00210964). Methods: MEDLINE, EMBASE, 
Medline-In-Process and the Cochrane Library were searched for randomised con-
trolled trials that included ceftobiprole and/or comparators ceftazidime, meropenem, 
imipenem/cilastatin, piperacillin/tazobactam, ciprofloxacin, levofloxacin, moxifloxa-
cin and gentamicin as intervention in the treatment of HAP. The efficacy of ceftobi-
prole was compared to comparators using a random effects model implemented 
within a fully Bayesian framework. Primary outcome was clinical response after end 
of treatment in the clinically evaluable (CE) population. Results: Eleven studies 
(2413 patients) with HAP were included in the analysis, 1618 patients were eligible 
for analysis of clinical response in the CE population. The comparative efficacies 
(odds ratio, 95% credible intervals) of ceftobiprole to each comparator were 0.92,0. 
092-8.8 (ceftazidime), 1.1, 0.054-19 (piperacillin/tazobactam), 1.9, 0.12-30 (meropenem), 
0.83, 0.019-32 (levofloxacin), 0.96, 0.047-16 (imipenem/cilastatin), and 0.87, 0.025-22 
(ciprofloxacin). No comparison was possible to gentamicin or moxifloxacin due to 
a lack of comparative studies against other comparators. No significant difference 
was seen between ceftobiprole and any comparator in clinical response or in any of 
the secondary outcomes, including mortality and adverse events ConClusions: 
The results of this multi-treatment comparison support the comparable efficacy and 
safety of ceftobiprole to relevant comparators in the treatment of HAP. This analysis 
was limited by the small number of available studies, and by the fact that among the 
drugs compared, only ceftobiprole provides coverage of MRSA.
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concerning the long term safety and effectiveness of the drugs when used on larger 
populations. Pharmaceutical companies face big challenges for the coming years 
especially in EU and there is an increase need for local regulatory knowledge. There’s 
still need to increase awareness for the importance of real world studies and the 
impact it has on the patient’s life.
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The epidemiological and economic methods applied to health technologies evalu-
ations had a significant development in the last two decades. The need to balance 
the incorporation of new technologies in health care and limited financial resources 
promoted the construction and application of instruments supporting the decision 
making of health technology. The requirement Budget Impact Analysis formally 
stated in Law 12.401/2011 establishing the incorporation process technologies in 
SUS. In this context, in 2010/2011, the National Agency of Sanitary Surveillance 
(ANVISA) and DECIT, in partnership Institute for Health Technology Assessment 
(IATS) for drawing up of this guideline. In the first stage of development were 
used international recommendations of Canada, Australia, the UK and Poland, 
the recommendations of the International Society for PharmacoEconomics and 
Outcomes Research (ISPOR) and the methods used in studies of budgetary impact 
that had already been published. Afterwards, drafted a preliminary version of the 
Guideline and a standard tool - Excel worksheets - to estimate the uptake of mon-
etary resources required for adoption of new technologies. Revisions were carried 
out by technicians DECIT and health agencies, and the proposal was submitted to 
the Working Group on Development of Methodology REBRATS, composed of experts 
and academic researchers from several Brazilian states. Were also carried out work-
shops for the application of spreadsheets. In 2012, the first edition of the Guidelines 
was published two thousand copies in Portuguese in order to provide best practice 
recommendations for studies of budget impact.
diSeaSe - SPeCifiC STudieS
ReSPiRaToRy-RelaTed diSoRdeRS – Clinical outcomes Studies
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objeCtives: Accordance to Finnish Allergy Program 2008-2018, to decrease food 
avoidance diets by 50%. Focus in algorithm with patient history +IVD in school 
children with suspected food allergy and reason for declining re-diagnosis. NICE 
clinical guideline (Food Allergy Diagnoses, 2011) suggested further work made 
on effect of diagnosing allergies in realistic population and cost effectiveness of 
retesting. Methods: Prospective trial with patients from Finnish primary care 
database (2885 school children). School kitchen had allergy restricted diets for 179 
children. In the pilot phase, 179 families were contacted by letter. Of the 24 who 
were included in pilot, 17 were not allergic (70%). In this study families were inter-
viewed by telephone. Of 156 families 107 agreed to participate in this study and 
47 children will be diagnosed by component resolved diagnostics (CRD) and 60 
with sIgE and CRD. Results: Prevalence of food avoidance diets: 6,2%. Reasons for 
declining re-testing: 23 were not allergic, 9 were busy, 9 have own physician, 3 did 
not believe allergy tests, 8 scared of needles, 7 already tested, 4 tested often due to 
health problems, 2 in pilot study and 7 did not recognize a benefit. ConClusions: 
Telephone consultation by nurse decreased special diets for 23 children (13%) and 39 
(22%) had non-medical reason to decline retesting. Nurse consultation to introduce 
retesting with IVD can be considered as cost effective approach in decreasing food 
avoidance diets in children.
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objeCtives: Montelukast 4mg (MTL-4) is an add-on therapy for asthmatic infants. 
Given the quality and exhaustivity of the data, French claims data (SNIIR-AM) is a 
relevant tool to investigate MTL-4 effectiveness in infants. The objective was to com-
pare the effectiveness of MTL-4, associated or not with ICS, vs. ICS without MTL-4, on 
health outcomes of infants with mild to moderate uncontrolled asthma. Methods: 
Infants (6-24 months) receiving ≥ 2 consecutive dispensing of respiratory drugs from 
2010 to 2011, and presenting an initial exacerbation within 6 months of the first 
dispensing were preselected. Asthma-related outcomes included hospitalizations, 
dispensing of oral corticosteroids, addition of short-acting beta agonists to exist-
ing respiratory therapy, switch to a higher ICS dosage, or nebulized CS. The studied 
groups were infants receiving MTL-4 +/- ICS (MTL-4 group) and infants receiving 
ICS without MTL-4 (ICS group). The two groups were matched, e. g. on initial therapy 
before initial exacerbation and past asthma related hospitalization. The two groups 
were compared, as to the occurrence of a new exacerbation and the total num-
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patients (26.0%-42.5% p< 0.0001), while reductions in mean SABA fills were also 
observed in Severe patients (20.1%; p= 0.0328). ConClusions: Omalizumab ini-
tiation was associated with significant reduction in PACE and MU in patients with 
moderate or severe persistent asthma.
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objeCtives: The purpose of this study is to compare the frequency of exacer-
bations between aclidinium and tiotropium in patients with chronic obstructive 
pulmonary disease (COPD). Methods: Through a systematic literature search in 
Medline (PubMed), we included randomized controlled trials that evaluated the 
exacerbation frequency of aclidinium 200µg and 400µg twice a day and tiotropium 
18µg once a day regimens compared to placebo. Inclusion criteria were at least 
12 weeks of treatment from January 1990 to January 2014, an age over 40, current 
or former smokers, and diagnosis with moderate to very severe COPD. The main 
outcome is the frequency of exacerbation. Indirect comparison analysis was per-
formed to estimate the odds ratio of exacerbation between aclidinium and tiotro-
pium. Results: After screening 278 full-text articles, we identified 19 clinical trials 
that total 19,741 COPD patients were participated: 3 trials of aclidinium 200µg and 
400µg BID and 16 trials of tiotropium 18µg QD. tiotropium 18µg was associated with 
a significant reduction in exacerbation compared with placebo (OR 0.90; 95% CI 0.84 
to 0.96). Other two anticholinergic agents showed comparable effects in reducing 
exacerbation compared with placebo: aclidinium 200µg (OR 0.73; 95% CI 0.53 to 1.01) 
and aclidinium 400µg (OR 0.72; 95% CI 0.52 to 1.00). Aclidinium 200µg (OR 0.84; 95% 
CI 0.603-1.167) and aclidinium 400µg (OR 0.83; 95% CI 0.592 -1.156) BID showed the 
similar frequency of exacerbation to tiotropium 18µg QD. ConClusions: Our study 
substantiates that tiotropium 18µg provides superior effects on lowering the risk of 
exacerbation compared with placebo but there was no significant difference in the 
frequency of exacerbations between aclidinium and tiotropium.
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objeCtives: To estimate the number of users of Theophylline (ATC: R03DA04) 
and Doxofylline (ATC: R03DA11) for the treatment of chronic asthma in adults, 
in the Marche Region. Moreover, we wanted to estimate the cost of the two treat-
ments, taking into account the prescriptions of other drugs associated with 
them. Methods: The drug prescriptions were extracted from the Information 
System of the Pharmaceutical Prescriptions of the Marche Region (PHARM), con-
taining all the recipes sent by pharmacies within the region and reimbursed by the 
National Health System. The number of prescriptions per year has been obtained 
by selecting all the recipes for each ATC code in the years 2008-2012, while the 
number of users has been estimated by identifying the subjects who received at 
least one prescription of the ATC codes of interest. The number of concomitant 
prescriptions was estimated by selecting all the recipes for potentially associated 
ATC, dispenced between 5 days before and 5 days following the prescription of ATC 
codes. The price of prescriptions has been calculated using the information “price” 
contained in the PHARM record. Results: For both drugs, the users are approxi-
mately 5,000 per year in the study period. Theophylline had a mean base price lower 
than Doxofylline (4.81€ vs 6.37€ per prescription); however, Theophylline was more 
associated than Doxofylline (34.4% vs 23.7%) with other drugs for the treatment of 
Asthma. Consequently, the total treatment cost for Theophylline was equal to 33.65€ 
vs a total cost for Doxofylline equal to 22.49€ (+ 49.6%). ConClusions: The PHARM 
allows the estimate of drugs’ utilization, taking into account the overall patient’s 
treatment plan. In our study, the prescription of the first ATC code is more associ-
ated with prescriptions of other drugs, and this implies an increasing in the cost of 
the treatment plan despite a lower average initial price.
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objeCtives: A database research was conducted to investigate the incidence of 
anaphylaxis/shock using a Japanese health-claims database (HDB). In addition, 
the prescription rate of self-injection epinephrine was investigated among those 
patients with anaphylaxis for the management of future reactions. Methods: 
A Japanese HDB which contains approximately 1.8 million subjects covered by 
employment-based health insurance (MinaCare Co. Ltd) was used for this retrospec-
tive study. In order to identify actual anaphylaxis/shock precisely, diagnosis recorded 
in the claims based on ICD-10 code (T78.0, T78.2 and T88.6) was combined with claim 
records of medical practice and prescriptions. Specifically, prescription for epineph-
rine/adrenaline or oxygen inhalation therapy was required for “anaphylactic shock” 
and the use of an infusion therapy or venous catheter was required for detect-
ing “anaphylaxis (except for anaphylactic shock)”. For this study, the data associ-
ated with events occurring in fiscal years 2010 to 2013 (2010/4/1 to 2013/3/31) were 
included. Results: Of approximately 2.9 million person-years of observations, 13.3 
anaphylactic shock events per 100,000 person-years (crude rate) were identified. The 
rate was 42.9 per 100,000 person-years when non-shock anaphylaxis events were 
considered. The age-specific anaphylactic shock event rates (per 100,000 person-
years) were: 27.6 (0-6 years), 12.8 (7-12 years), 11.0 (13-18 years), and 11.9 (> 18 years). 
Among the 389 anaphylactic shock events, etiologies of anaphylaxis were food 113 
objeCtives: To assess the relative efficacy of umeclidinium bromide 62.5 mcg OD 
(UMEC) versus tiotropium bromide 18 mcg OD (TIO), aclidinium bromide 400 mcg 
BID (AB) and glycopyrronium bromide 50 mcg OD (GLYCO). Methods: A systematic 
literature review was performed to identify RCTs ≥ 12 weeks duration comparing 
TIO, AB, GLYCO or UMEC to placebo in adult patients with COPD. Random effects 
meta-analyses were performed by pooling results of each treatment vs. placebo 
on change from baseline at 12 and 24 weeks in trough FEV1, SGRQ total score, TDI 
focal score and rescue medication use. The results were synthesized by using an 
indirect treatment comparison (ITC) within a frequentist framework based on the 
Bucher method. Scenario analyses were performed to evaluate the robustness of 
the results to variations in the included studies and assumptions. Results: At 12 
weeks, ITC results show that treatment with UMEC resulted in a comparable but 
numerically higher change from baseline in trough FEV1 compared to TIO [18.06mL 
(95%CI: -19.11, 55.23, p= 0.341)], AB [35.77mL (95%CI: -7.84, 79.38, p= 0.108)] and GLYCO 
[27.86mL (95%CI: -8.74, 64.45, p= 0.136)]. At 24 weeks, UMEC resulted in comparable 
trough FEV1 values vs. TIO (p= 0.854), AB (p= 0.663) and GLYCO (p= 0.777). UMEC also 
resulted in comparable TDI focal scores and rescue medication use at both time 
points compared with TIO, AB and GLYCO. UMEC resulted in numerically lower 
(better) change from baseline at 12 weeks in SGRQ total score compared with TIO 
[-2.65 (95%CI: -7.09, 1.79, p= 0.242)], AB [-2.68 (95%CI: -7.12, 1.75, p= 0.235)] and GLYCO 
[-2.15 (95%CI: -6.60, 2. 31, p= 0.345)]. At 24 weeks there was no statistically significant 
difference in change from baseline in SGRQ total score between UMEC, TIO, AB and 
GLYCO. ConClusions: UMEC showed comparable efficacy to TIO, AB and GLYCO 
on trough FEV1, SGRQ, TDI and rescue medication use at 12 and 24 weeks.
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objeCtives: To compare the effectiveness of omalizumab versus standard of care 
(SOC) based on randomized controlled trials (RCTs) compared with ‘real-world’, 
single cohort, observational studies that assess patients ‘before and after’ the use of 
omalizumab. Methods: A systematic literature review was conducted to identify 
RCTs and observational studies that assessed omalizumab in patients with severe 
persistent allergic asthma. Study and patient characteristics, outcome definitions, 
and differences in baseline risk and observed study effects were compared in terms 
of exacerbations and hospitalizations across the RCTs and observational stud-
ies. Results: 11 RCTs and 24 observational studies were identified. A wide range 
of clinically significant exacerbation rates was observed across RCTs in terms of 
baseline risk (SOC: 0.40–2.86) and the treatment effect (rate ratio [RR]: 0.39–0.75). This 
differed from observational studies in terms of baseline risk (before omalizumab: 
3.48–6.00) and the treatment effect (RRs: 0.12–0.46). A limited range of severe exac-
erbation rates was observed in RCTs regarding baseline risk (SOC: 0.42–0.48) and the 
treatment effect (RR: 0.50–0.56). However, considerable differences were identified 
in observational studies in terms of baseline risk (before omalizumab: 2.20–4.50) 
and the treatment effect (RR: 0.05–0.39). In terms of hospitalization rates, a limited 
range was observed for RCTs with respect to baseline risk (SOC: 0.12–0.17) and the 
treatment effect (RR: 0.12–0.54). Again, a wider range was observed across the obser-
vational studies in terms of baseline risk (before omalizumab: 0.32–4.45) and the 
treatment effect (RR: 0.09–0.71). ConClusions: ‘Real-world’ evidence reinforces 
the efficacy of omalizumab in patients with severe allergic asthma derived from 
RCTs, although differences in potential treatment effect modifiers were identified. 
Patients in observational studies may represent a more severe population compared 
with those in RCTs.
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objeCtives: Poor asthma control is associated with increased health care cost 
in patients with moderate or severe asthma. Here we evaluate the impact of 
omalizumab on poor asthma control events (PACE) and medication utilisation 
(MU) in a case-crossover study of US patients with moderate or severe persistent 
asthma. Methods: Truven MarketScan database was used to compare PACE 
(hospitalisation, ER visit, corticosteroid [CS] burst or ≥ 7 short-acting beta-agonist 
[SABA] fills) and MU for 1 year pre/post omalizumab exposure, during the period 
1-January-2007 to 30-September-2012. Included in the analysis were patients aged 
≥ 12 years who had 1 inpatient or 2 outpatient Asthma claims (ICD-9= 493. XX) and 
used omalizumab continuously for 1 year, with 2 years continuous coverage (1 year 
pre/post omalizumab index date). Patients were categorized as Moderate or Severe 
based on their most recent 8 weeks of continuous, NHLBI-guideline-recommended, 
therapy preceding omalizumab. Results: In total, 429 patients (mean age, 46.6 
years; female, 59.0%; Moderate= 340, Severe= 89) were included in the analysis. 
Omalizumab was associated with reductions in proportions of All, Moderate, and 
Severe asthma patients with PACE (41.3%, 48.3%, 17.2%, respectively; all p< 0.05). 
Specifically, reductions in patients with ≥ 1 asthma-related hospitalisation, ≥ 1 
asthma-related ER visit, ≥ 2 CS bursts, and ≥ 7 SABA fills in the Moderate group 
(Moderate: 55.9%, 77.8%, 53.8%, and 40.6%, respectively; all p≤ 0.0196) drove reduc-
tions in All patients (all p≤ 0.0159). Reductions in patients with ≥ 1 OCS fill and ≥ 1 
SABA fill were observed in All and Moderate patients (20.3%–26.1%; all p< 0.0001); 
reductions in mean OCS fills and mean SABA fills were observed in All and Moderate 
